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DETAILED ACTION 
Status of Claims 

1 . Claims 4-11 are pending in the instant application according to the Amendments to the 
Claims, filed on November 13, 2006. 

Priority 

2. The instant application is a national stage entry of PCT/HU2004/000026, filed March 23, 
2004, which claims priority to Hungarian Patent document P0300761, filed March 24, 2003. 

Information Disclosure Statement 

3. No Information Disclosure Statement has been filed in the instant application. 
Applicants are reminded of their duty to disclose all information known to them to be material to 
patentability as defined in 37 C.F.R. 1.56. 

Objections 

4. The examiner objects to the specification for failure to comply with MPEP § 608.01(f). 
The specification does not include a reference to and brief description of the drawing(s) as set 
forth in 37 CFR 1.74. 

Claim Rejections - 35 USC §103 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

6. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

7. Claims 4-5 and 7-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over U.S. 
Patent No. 5,397,792 in view of U.S. Patent No. 6,689,755. 

8. Please note that the word "pure" was not defined in the instant specification. As this 
concept can be defined in several different ways (for example, enantiomerically pure, 
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morphologically pure, or chemically pure), the examiner has taken "pure" to mean 
"morphologically pure" for purposes of prosecution on the merits. 

9. Patent document '792 discloses methods of preparation of [R-(R*,R*)]-2-(4- 
Fluoropenyl)-,-dihydroxy-5-(l-methyl-ethyl)-3-phenyl-4-[phenyl-4-[(phenylamino) carbonyl]- 
lH-pyrrole-l-heptanoic acid, hemi calcium salt (atorvastatin calcium); this compound is the 
calcium salt of a compound of formula Ia-1 in column 20. See Example 1, column 25, lines 48- 
56 wherein calcium acetate is added to a solution of the sodium salt of the above compound. 
The solvent contains a mixture of water and tot-butyl methyl ether. The final product is isolated 
by filtration. 

10. The reference differs from the instant claims insofar as it does not specifically teach that 
the final product is amorphous and it does not teach the use of lysine or arginine in the process. 

1 1 . The '755 patent teaches the use of zwitterion solutions as stabilizers for biologically 
active substances for the preparation of a fully amorphous and homogeneous product. Column 3, 
lines 42-3, state explicitly that the preferred zwitterions for this process are amino carboxylic 
acids, with lysine, arginine, and salts thereof, described as possible stabilizers. Because the 
product is fully amorphous, it is of high morphological purity. 

12. One of ordinary skill in the art would be motivated to combine the method of preparing 
atorvastatin taught by '792 with the amino acid stabilizers disclosed in '755 because it is well 
known in the art that the amorphous form of atorvastatin calcium has better bioavailability than 
the various crystalline forms of the compound. It is therefore desirable to perfect a process for 
preparing fully amorphous atorvastatin for the purpose of improved therapeutic use. Thus, it 
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would be prima facie obvious to combine these two references with a reasonable expectation of 
success. 

1 3. Claims 6 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over U.S. 
Patent No. 5,397,792 in view of U.S. Patent No. 6,689,755, as applied to claims 4-5 and 7-10 
above, and further in view of U.S. Patent document US 2002/0183527 Al (published 12/5/2002). 

14. Please see paragraphs 8 and 10 for the applicable information disclosed in patent 
documents '792 and '755, respectively. Taken together, these references differ from the instant 
claims insofar as the do not specifically teach the organic solvents of claims 6 and 11. 

15. The '527 document discloses a process for the preparation of amorphous atorvastatin 
from its various crystalline forms, or mixtures of crystalline and amorphous forms. In the first 
step of the preparation, atorvastatin is dissolved in a solvent in which it is soluble. Such solvents 
include polar solvents, either protic or aprotic, such as "low molecular alcohols" and ketones. 
Examples given include methanol, ethanol, and acetone. 

16. One of ordinary skill in the art would be motivated to combine the method of preparing 
atorvastatin taught by '792 patent in conjunction with '755 patent, and the solvent choice of '527 
patent since atorvastatin is known to be readily soluble in the solvents listed in '755. It would be 
desirable and obvious to use one of the solvents listed in '755. The Examiner asserts that one of 
ordinary skill in the art would have known that maximizing the solubility of atorvastatin salt in 
the reaction mixture would ultimately allow for more atorvastatin to be available to react, which 
would be likely to ultimately increase the product yield and additionally increase the reaction 
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rate. Thus, there would be prima facie obvious motivation to combine these three references with 
a reasonable expectation of success. 



Conclusion 

17. No claims are allowed. 

18. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ALICIA L. FIERRO whose telephone number is (571)270-7683. 
The examiner can normally be reached on Monday - Friday 8:00-5:00 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Patrick Nolan can be reached on (571)272-0847. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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AF 

/Patrick J. Nolan/ 

Supervisory Patent Examiner, Art Unit 4121 



